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Aq,- soluble albumln-ligand coupling product * for u*e £n 
lznmuDu a a a y t 



E(4-BZC, 4- 



4-B4A. 4-B4G* 4-B4D, 4-B4F. 5-A-i 
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(A) »a alhumiiiApscific ltg anri coupling prod, which ia 
soluble La aq. media Ei new. * * Ca la 

(B) Immuiioa.Biy of a biolog t „l sub^nc* (!) »mpriie B 

(I). (b incubating with » medium conte m /e. w ^.hJ 

X» r* ff «J»H"f P™d. eoln. itt aq . m*^, 
« (W ^5 ^ t ap * M<5 pf -poclficaHy with (I) 

jttf tatelT ""^ ttMi - alb, ™ ta —ibody. ,„! ( 6 ) detect^ 

lJ5^ C ° U f ltlX ! P™ 1 - » ^btllod a:,ti-albumE anti- 

Iwdjr and reagents for detecting the label. 

ADVANTAGES 



Coupling «tth albumin i-crenee. etc In JhT 

DETAILS 

h*™ * ip ? cl£lt li * and ™y **» " antigen, hapten, antibody 
it mav k ' *»™ptor. awyme Inhibitor or lectin? 

ft may be coupled with homan or animal albu^ fetpBSAi 

G ™r bfl f* ^l™. a radioactive material, a 

fluorochrome, i pq rticula te material or aryinroeyte* 
EXAMPLE 



T.Ji B ;°- -**-y**7*4to ( + US^M32) (OB.09.83) AA\n>J* 
^rological instrument eflp. retentive ball™ catheter * in 
oert cd by Eliding over filiform 



A BSA/antl-JgE reagent was prepd. fay Uolatln* a W b 

mg the antibodi„ ^ BSA agato . t phosphate bulCr .0 1 M 
i?..!^ 1 ^^wernight. and mixing 3 nig of the dialyeed 

hiiffep The mixt. (J ml) t»e*lad with 0.2 oOof i^le 
glafaraWehyde *nd ineubated *t r«m temp, for J^- q- 
l be prod, uraa uged in a aandwich-tvoe enivn. i~u..,,„„ 
a-eay for human Ig£.(i8ppi6?l5DDwBN^0) ^ 

J _ ^ . ^K^5Z3^ll-A 



^63-102379 j A toologinat i™t~.™^ (— p 1 catheter] ia 

in^H shad J _ * t^1_ J J 1 j-3 « ' 



inserted into the bladder by fi r *t tdva^eint a filiform 
through the urethra, the filiform having a monthly ton- 
toured leading end with a lateral opening. Urine flow* 
through ihi* opening and into the filiform to indicate; when 
the leading end of the filiform haa entered the bladder. 

The urological instrument hap * n internal dia. greater 
than the cxcerna.1 dia, of the filiform to permit the 
instrument to be elid alonfi the Aliform. The instrument 
may have *n inflatable balloon Collar which retains the 
instrument in the bladder; the filiforni can then be with- 
drawn r 

ADVANTAGE 



"PfeT the leaiin^ eection of the fllimrm (16) » curved 17 
•hOwn. 

The filiform may be mserted while a .tytet wire extend* 
ajnally within the filiform to ftiffen it. Similarly, ft etylet 
tulw f24) ia pUced ineide the drainage catfce te r while it ia 
being »lid along the pre -positioned 
filiform . (2 5pp29 SGFJI>w R No 5/6) 



The correct positioning of the filifotm is indicated by 
the drainage of urine. 

EMBODIMENT 

_ gladder (18) has the drainage catheter (16) in poaition. 
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^Ar fl »*LyUl f 2 f 4-oxodioiole dorivi, - oro ont^nfbmmatorlBS 
tsno l^cslcs and dniipyrettcs 



003 



— — JS-AralVyi-l^^-Oxadiaaolc derivs. of the 

lornfiula 111 i-k >]• . _ 



formula (I) aAd their ealta ar'c new 

(I) 



\ N / 

(R is a gp. of formula (II). (IU), (rvj or (V) r 

v r x> 



(IV) 





(VI) 



(V) 

R-l is alfcyl, alknnyi. cycloallcy^ cyeloalker.yl, opt. subttd. 
phenyl or heterocyclyl; 

^1 R a each H, halo, amino, OH. alkoxv or alhyl; 
X, 1* -CH r , -CH t O-. ^O-, -0- P -S-, -NH or a single 
bond; 

R 4 and R 5 are H ^ikyi or opt. subfttd* phenyl; 

R ft is opt. iiibshi; phenyl or Opt. subntd. benzoyl? 

A is N, O or 5; 

B and D ara each C or N; 

R 7 is alfcyl, lower alkoxy Or opt. substd. phenyl; 
£ iA N of C; 

F la O, S or C or C *C orC^ 
hroken lines indicate opt. bonds ; 
Rg is H or lower alley! ; 
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Rg ii tt t hmlo or alkoicy; 

^kD H, Cycloh*Kyl or subttd, benzoyl; 

G it metayinne p auostd* b*ng oyl tm in &, clnnamayliniine dt 

Biibatd, atyrylidene, provided that G ib XH 2 - when R la ia 

cyclohexyl or tubotd. benzoyl: 

R|l it H. halogen, alkyl or alkaxy; 

Xi irtd X s are OiiYarent And are -CH Z - F -CO-. -O-. -£-„ 
-NT J- -NfCHj)- or a ingle bond,- 

J a benzene, pyridine, tblophene, furan or pyrrole ring; 
n ia O or A ; 

T ia alkyl erne or alkenylene each Opt. Carrying an oxo, OH 
or ltwer a?kozy subatttj. or T is a tingle bond; 
U is H. alkyl, alkcnyijpolyhaloalkyl, cyftoalkyl, cycloalken- 
yl r opt h HubBtd T phenyl pyTidyl. -T, -R^ or R^-X^-T, 
Rit is halogen, OK. SH, alkyl aulph in yl, dialkozy methyl, 
alkoxycarbonylgC OOH k sulpho. CN, NR'R" or 

R 1 and R" are H, alkyl or hydrozy-alkyl; 

or NR'R" forms a 5 or b membered opt. unsatd, hetero- 

cyclic ring t which may contain an O of another N atom, or 

forms a quaternary ammonium ni.lt or N -oxide ; 

R t r or Ri" are alkyl or alkenyl: 

X it negative monovalent ion; 

Ti is alkyl ene or alkenylcne. opt, bearing an OXO or OH 
tubttic; 



R u it alkyl, alkenyl, hydrnxyalkyl, acyloxytlkyl. amino 
alkyl. acyiami n oalkyl , cycloalkyl* cycloalkanyi. opt. 
auhstd, phenyl, phenyl -alkyl, heterotytlyl. heterocyclyl- 
alkyl, acylp aCylehioalkanoyl, mereaptoalk*uoyl t alkoxy- 
carbonyl, alkyleulphonyL -C QNR± 'R^ " or SQiNRa'Rj"; 
Ra 1 and R^' 1 are each H. alkyl Or hydrnxyalkyl; 
X* it -Q-p -S-p -NH-, a single bond or a gp. of formula 
(VIII) 



— -N 



17" 



Cvin) 



R, 4 and R 15 are each H or alkyl. 

All alkyl, arkenyi, alkyl en e p alkenyl en e* cycloalkyl and 
Cycloalkenyl gpn- are 'lover' i,e, ^ 6C; and e y el e alkyl gpa 
may be oato- or hydroxy* sub fltd r ), 

USE ! 

(l) ait antiinilamrtatoviet, a-ualgcsiCa and antipyretics 
without ulcerogenic aide effect*. 

PREPARATION 



By several method* including; 



1) R-T-COOH HON. 



(or reaeHve 
ester) 

(II) 



(HI) 



,0 - Nj 



»R^T-C 
II 
O 



c-u 



(IV) 



(I) 



Z) R-T-CN + O^N=C-U L > (I; U = U,) 

(V) 

(U] ia alkyl, alkenyl. polyhalo alkyl, CyCloalkyl, cycloalken- 
yl, phenyl, substd. phenyl! pyridyX or R|f Tj-; 

in alkyl ene or alkenyleoe; 
Rii Lft halogen, alkoyy* alkenyl oiry, dialkoxy) methyl earh^ 
c*y, cycloalkyl, phenyl, eubstdi phenyl, pyridyl, NR'R", 
CONRi'Rz" or ^SQeNR 3 'R z " ). 

3) H z NOH 
R-T-GONHCSIJi ~ ~ > (I] U =r U,) 

4) HON ^ O-M 
RO-T^-CHO + C-U^ > Ro-T,— ( ^-u, 

(lb) X N 7 
H 



oxidn. 



(Ro ia same as R provided X L , and Xj are not -S -) 
E XAMPLE 

A mult. Of 2-(^-flUOro-4*biphenylyl)prqpionic acid 
(2,44 |f), dry benzene (50 ml) and thionyl chloride (2.3S g) 
was refluxed for Z hr., coned, ubder reduced pressure and 
residue dittolved in dry benzene (5 ml). The tola, uvaa 
added dropwiSe with Cooling to a aoln. of ace (amidoxime 
(0.915 g) hi dry pyridine and stirred at room temp, and 
refluxed for 5 hr. The solvent was evapd, under reduced 
preaaure and the residue partitioned between benzene 
(100 ml) and 10% Na 2 CO, fldn, (20 ml 1 )- The organic phase 
was washed, dried and ovapd. and the residue chroma to- 
graphed on silica gel and eluted with benzene to give 5 - (3 - 
fluor o-4 -phenyl -a-methylbenjsyl) -3 -methyl - 1 . Z.4 - tnca- 
diaxolo jrhich wis recrytniilised from n-heacang to give 
product (m.p. 55-56 *C),(99pp91 oEDDwgWoO/0), 
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03.1 2. S2-FR -050571 (12.10.63) C07d 
Alpho-alltyt 2-lhJe>nyt aceKc ocid derlva. prodn, - by reactfnu 2~lhieny1 
oc«lic odd wlrh alkyl carbonate aJkyloiing agenl, ihen 
decorbojcrloHon 



C&3-102391 



[i) Prodn. of a -alkyl- 2 - thie nylace tic acid 



derive, of formula (i) by the following process is new; 

At 



S (ID 



Bf7-61) 



O □ 4 



(R ia 1-4C *lkyl; 

P w , R 2 and R 3 are each H, 1 -4C alkyl oi- halo; 
A and A 1 are 1-4C alkyl; and 
X i* a functional gp) . 

(2) The 2-{l p l-di(alko^carbonyl)-alkyl)-thlophene inter- 
mediated of formula (IV) are new cpds. 

USE 



™^ OA -aTron^ 



RX 



strong: bate 

Ri— A \— CHB-GOOH 
ft) 




X?) Arc intermediates for pharmaceutical a, eap. anti- 
inflammatoriea . 

ADVANTAGES 

The procett uaea fewer tta^et than knOi*r.- methedt. 

DETAILS 

The firtt stage it pref. in presence of Na cthonidv feflp- 
1-1,5 cquiv. per mole (It)) at 90-l35*C. Reaction of (IV ia 
cup, also in presence of Na ethoxide, at 50-&O p C. 

The final stage is by hydrolysis with base, esp, at 50*C 
Co reflux, then acidification with HCl. 

The zhrthod it cap, used to mike (1) where P j ^ H ? = Rj 
= H atid R = methyl p cpd. (I*). 1 

EXAMPLE 
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